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Abstract of JP2001 1 58789 

PROBLEM TO BE SOLVED: To provide a 4,5,6 ) 7-tetrahydrothieno[2,3-C]pyridine derivative. 
SOLUTION: The 4,5,6,7-tetrahydrothieno[2,3-C]pyridine derivative is expressed by formula (I). [R is a 
lower alkyl or a lower alkanoyl, a cycloalkylcarbonyl] or an arylalkyl, R1 and R2 are each H, a 
(substituted) lower alkyl, a cycloalkyl or a heterocycle, R1 and R2 are a 5-6 membered heterocycle 
including the adjacent N or optionally having one or two N, O or S, R3 is H or a lower alkyl, R4 is a 
lower alkyl]. 
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R 


R, 


R 2 


R 3 


R 4 


'H-NMR 8 (ppm) 


1 


Ac 


Et 


Et 


H 


Et 


CDCL, 400MHz 
1.26(6H,t,J=6.8Hz) 

I. 37(3H, t,J=6.8Hz) 
2.16,2.19(total3H,each s) 
2.87(lH,t,J=5.9Hz) 
2.93(lH,t,J=5.9Hz) 
3.40-3.46(4H,m) 
3.68(lH,t,J=5.9Hz) 
3.82(lH,t,J=5.9Hz) 
4.29-4.35((2H,m) 
4.52,4.63 

(tota]2H,oach br s) 

II. 0,11.1 

(totallH,oachbr s) 


2 


Ac 


Et 


-o 


H 


Et 


CDC1 3 400MHz 
1.30(3H,t,J=6.8Hz) 
1.36,1.38 

(total3H,each t,J=6.8Hz) 
1.40-1.55(5H,m) 

I. 75-1.90(5H,m) 
2.16,2. 19(total3H,eachs) 
2.89(lH,t,J=5.6Hz) 
2.92(lH,t,J=5.6Hz) 
3.34-3.38(2H,rn) 
3.67(lH,t,J=5.6Hz) 
3.82(lH,t,J=5.6Hz) 
4.10(lH,br) 

4.31,4.33 

(total2H,oach q,J=6.8I-lz) 
4.51,4.64(total2H,each s) 

II. 1,11.2 

(tota]lH,cachbrs) 



[0 0 2 7] l%2] 



!(7) 00 1- 



1 58789 (P200 1-1 58789A) 



£1-2 



mm 


R 


R, 


R 2 


R 3 


R 4 


'H-NMR 5 (ppm) 


3 


Ac 


H 


O OMe 


H 


Et 


CDClg 400MHz 
1.34,1.36 

(total3H,each t,J=7.6Hz) 
2.15,2. 19(total3H,each s) 
2.82-2.89(2H,m) 
3.12-3. 18(2H,m) 
3.65(lH,t,J=5.9Hz) 
3.74,3.75(total3H,eachs) 
3.80(lH,t,J=5.9Hz) 
4.26,4.27 

(total2H,cach q,J=Y.6Hz) 
4.49,4.60(total2H,each s) 
4.84-4.87(lH,m) 
5.75,5.89 

(totallH,cachd,J=7.6Hz) 
7.12-7.15(2H,m) 
7.24-7.31(3H,m) 
10.5,10.6 

(totallH.oachbrs) 


4 


Ac 


n-Pr 




H 


Et 


CDC1 3 400MHz 
0.31-0.32(2H,m) 
0.55-0.57(2H,m) 
0.98(3H,t,J=7.6Hz) 
1.05-1. 15(lH,m) 

I. 37,1.39 

(total3H,each t,J=7.6Hz) 
!.68-1.74(2H,m) 
2.16,2.19(total3H,eachs) 
2.86(lH,t,J=5.9Hz) 
2.93(lH,t,J=5.9Hz) 
3.30(2H,d,J=6.8Hz) 
3.39(2H,t,J=6.8Hz) 
3.68(lH,t,J=5.9Hz) 
3.81(lH,t,J=5.9Hz) 
4.32,4.33 

(total2H,cach q,J=7.6Hz) 
4.52,4.63(total2H,each s) 

II. 0,11.1 

(totallH.oachbrs) 



£1-3 





R 


R, 


R 2 


R 3 


R 4 


'H-NMR 6 (ppm) 




Ac 


Me 




H 


EL 


CDC1 3 400MHz 
1.36,1.38 

(total3H,eacht,J=7.6H) 

I. 77-1.81(2H,m) 
2.16,2. 19(Lotal3H,eachs) 
2.21(6H,s) 
2.29-2.33(2H,m) 
2.87(lH,t,J=5.6Hz) 
2.92(lH,t,J=5.6Hz) 
3.07,3.08(total3H,9ach s) 
3.44-3.47(total2H,m) 
3.67(lH,t,J=5.6Hz) 
3.82(lH,t,J=5.6Hz) 
4.32,4.33 

(total2H,oach qJ^/Shz) 
4.51,4.64(toLal2H,each s) 

II. 0,11.1 

(LotallH,oacbbrs) 


6 


Ac 


H 


— N O 


H 


EL 


CDCl g 400MHz 

I. 37,1.38 

(total3H,each L,J=7.6Pz) 
2.16,2. 19(total3H,each s) 
2.72(2H,br) 
2.90(lH,t,J=5.6Hz) 
2.93(lH,t,J=5.6Hz) 
3.02(2H,br) 
3.67(lH,t,J=5.6Hz) 
3.83(lH,L,J=5.6Hz) 
3.84(2H,br) 
3.92(2H,br) 
4.34,4.36 

(tota]2H,oach q,J=7.6Hz) 
4.53,4.66(Lotal2H,each s) 
6.03,6.06 

(LolallH,oachbr s) 

II. 6,11.7 

(LolallH,oach br s) 





R 


R, 


R 2 




R 4 


'H-NMR6 (ppm) 


7 


Ac 


H 


3-Py 


H 


EL 


CDgOD 400MHz 
1.04,1.06 

(total3H,each t,J=7.2Hz) 
1.84,1.87(total3H,each s) 
2.56(lH,t,J=5.6Hz) 
2.64(lH,l,J=5.6Hz) 
3.41(lH,t,J=5.6Hz) 
3.48(lH,t,J=5.6Hz) 
4.26-4.34(4H,m) 
6.99-7.02(lH,m) 
7.75-7.77(lH,m) 
7.85-7.86(lH,m) 
8.27,8.29(totallH,each s) 


8 


Ac 


-CH 2 CH 2 SCH 2 - 


H 


EL 


CDC1 3 400MHz 
1.37,1.39 

(total3H,each t,J=6.8Hz) 
2.18,2.19(total3H,each s) 
2.89(lH,t,J=5.6Hz) 
2.93(lH,t,J=5.6Hz) 
3.12-3.16(2H,m) 

o.O {{lri^jd— O.OITZ) 

3.81-3.87(3H,m) 
4.30,4.35 

(toLal2H,oach q,J=6.8Hz) 
4.52,4.66(total2H,each s) 
4.61,4.62(total2H,each s) 
10.9,11.0 

(tola]lH,oachbrs) 



[0030] [%5] 



<a o) jo i- 



1 58789 (P200 1-1 58789A) 





R 


R, | R 3 


R 3 


R 4 


'H-NMR 5 (ppm) 


g 




-CH2CH2OCH2CH2- 






CDCla 400MHz 
1.37,1.39 

(total3H,each t,J=7.6Hz) 
2.16,2.19(total3H,eachs) 
2.87(lH,t,J=5.6Hz) 
2.92(ffl,t,J=5.6Hz) 
3.53-3. 56(4H,m) 

Q CQ/1U + T— K CF-TrA 

o.bo^irljtjtJ— O.bliz; 
3.75-3. 77(4H,m) 
3.81(lH,t,J=5.6Hz) 
4.31,4.32 

(total2H,oach q,J=7.6Hz) 
4.52,4.66(total2H,each s) 
1.1.1,11.2 

(totallH.cachbrs) 


10 


Ac 


•CH 2 CH 2 SCH 2 CH r 


H 


Et 


CDC1 3 400MHz 

I. 37,1.39 

(total3H,each t,J=7.6Hz) 
2.16,2.19(total3H,eachs) 
2.70-2.72(4H,m) 
2.87(lH,t,J=5.61Iz) 
2.94(lH,t,J=5.6Hz) 
3.67(lH,t,J=5.6Hz) 
3.83-3. 86(5H,m) 
4.31,4.32 

(total2H,cach q,J=7.6Hz) 
4.52,4.65(total2H,each s) 

II. 1,11.2 

(total 1H, each br s) 



C0031] im: 



(tl))01-158789 (P2001-158789A) 



£1-6 





R 


Ri | R 2 


R 3 


R 4 


'H-NMRS (ppm) 


u 


Ac 


-CH 3 CH 2 NHCII 5 CH 2 - 


H 


Et 


CDC1 3 400MHz 

I. 37,1.39 

(total3H,each t,J=6.8Hz) 
2. 16,2. 19(total3H,each s) 
2.87(2H,br s) 
2.93(4H,br s) 
3.53(4H,br s) 
3.68(lH,t,J=5.9Hz) 
3.82(lH,t,J=5.9Hz) 
4.31,4.32 

<total2H,each q,J=6.8Hz) 
4.52,4.64 

(total2H,eachbrs) 

II. 1,11.2 

(totallH,eacbbrs) 


1 2 


Et 


Et 


Et 


H 


Et 


CDC1 3 400MHz 
1.18(3H,t,J=6.8IIz) 
1.25(6H,t,J=6.8HZ) 

I. 36(3H,t,J=6.8Hz) 
2.60(2H,q,J=6.8Hz) 
2.73(2H,t,J=5.2Hz) 
2.89(2H,t,J=5.2Hz) 
3.42(4H,q,J=6.8Hz) 
3.53(2H,s) 
4.30(2H,q,J=6.8Hz) 

II. 0(lH,s) 


13 


Ac 


Et 


Et 


Mc 


Et 


CDCL, 400MHz 
0.97,0.98 

(totaBH.each t,J=7.2Hz) 
1.34,1.35 

(total3H,each t,J=6.8Hz) 
2.17,2.20(total3H,eachs) 
2.87(lH,t,J=5.9Hz) 
2.93(lH,t,J=5.9Hz) 
3.11~3.20(7H,m) 
3.68(lH,t,J=5.9Hz) 
3.84(lH,t,J=5.9Ilz) 
4.28(2H,q,J=6.8IIz) 
4.56,4.69(total2H,each s) 



[0032] 



(&2))01-158789 (P2001-158789A) 



'H-NMR6 (ppm) 



CDClg 400MHz 
0.71~0.75(2U,m) 
0.94~0.98(2H,m) 
1.27(6H,t) 



3,t) 



Ac : T-fe^/u* . E 
n-Pr : n^D tVW-g, 



I. 72~1.76(l«,m) 
2.87~2.93(2H,m) 
3.40-3.45(4 H,m) 
3.83,3.93 

(total2H,each br s) 
4. 29-4. 36(2 H,m) 
4.67,4.79 

(total2H,each br s) 

II. 0,11.2 

(totallH.eachbrs) 



if/Hi, Me:**A«, 



[ 0 0 3 3 ] Sfflm <«0M«OiHS!) 
*»W-fk^«l(5tBt<Wl) 250s 
?Ut 6 2 0 g 

rJ-XX?-^- 40 Og 

h Hn4f>'7'atf;Hr7l/0— ^ 2 0g 
Xf7 'J yKv/*i/^i» 1 0 g 

U lg^Wlll 3 0mg. it@7mm N 
ft2 5mgflg8FJfcU:. 

[00343 liwwi (TNF-amMm^mmm) 

^2 



fcKitff C fttiL £ff ofc. SJjllL fc jfllft t ^.tt£7) R P m 
1-1 64 0£SD*. 24we 1 1 platet^ 
U ®% (DMSO) . afcl4»«C»*>Lfc*««£ 

sarau 30m 3 7*c, 5%co t Tr]s<ty** 

^-ya^fiiit, KJCtiLPS ( >J >J *f y fj y 
4* Y) ftaSftlL-CBBftL. 4$^. 37°C, 5%C0 2 

fc. ^E#ikf£. 3 0 0 0 r p m . 4'C. 1 5#FBjj&l> 
#JfU ±^<0TNF-«JEL I SAffitTMgL 

ft. TNF 5 OKAUM? SM®HS«SSr3j?ft 

MLt KiWSiR£3i2(c:*U:. 

[0035 ] 

[*8] 





I C sn ((iM) 




I C fi0 (/iM) 


1 


6.20 


8 


6.00 


3 


0.90 


9 


0.96 


4 


1.30 


12 


2.20 


5 


10.0 





[0036] mm 2 ( R«8t5#tt ) 
*!6ffl^^ft (fSJtfll ) (8E> fcl 0 0m 

g/k g£ l 4 BHIIPftS-Lfctf. JBtfifttJit^rtR 

[00 37] 



(?1 3))01-158789 (P2001-158789A) 



(51)Int.C1.7 We-f FI (##) 

A6 1P 1/04 A6 1P 1/04 

3/10 3/10 

11/06 11/06 

17/06 17/06 

19/02 19/02 

31/04 31/04 

37/08 37/08 



(12)WMi ffl fgft F?-A(#i#) 4C071 AA01 BB01 CC01 CC21 DD13 

mSCtB4'*[l^«5T@4#14^ Smt EE13 FF06 GG03 HH19 LL01 

^fti^itl*! 4C086 AA01 M02 AA03 CB29 MA01 

NA14 ZA59 ZA66 ZA89 ZB13 
ZB15 ZB35 ZC35 



